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Background
 TIA(transient ischemic attack) and acute minor ischemic 

stroke are common.

 In China, 3 million new strokes every year, 30% are minor

 TIA are probably 2 million a year

 The risk of subsequent stroke after TIA or minor stroke was 
10~20% within 3 months, most of first 2 days.

Background
 The role of antiplatelet therapy for secondary stroke 

prevention has been well established.

 Aspirin was the only proved antiplatelet for stroke.

 Aspirin and clopidogrel synergistically inhibit platelet 
aggregation was proved in ACS.

 Large-scale trials showed no benefit of combination aspirin 
and clopidogrel in stroke.

Background
 No study for early, high risk population

 Only three small pilot trails showed benefit of combination 
therapy.

 Clopidogrel in High-Risk Patients with Acute Nondisabling
Cerebrovascular Events (CHANCE) trial

Background
 Hypothesis: 3 months of treatment with a combination of 

clopidogrel and aspirin would reduce the risk of recurrent 
stroke, as compared with aspirin alone, among patients with 
acute high-risk TIA or minor ischemic stroke.

Methods
 Study oversight

 Study population

 Study design

 Study outcome

 Statistic analysis



Study population
 Inclusion criteria:
 age of 40 years or older
 acute minor ischemic stroke(NIHSS<4) or TIA(risk score ≥4) 

and ability to start the study drug within 24 hours after 
symptom onset

 ABCD score: age, blood pressure, clinical features, duration 
of TIA, and presence or absence of diabetes, range 0~7 
higher score indicated higher risk

Study population
 All patients with possible clinical neurologic events during 

the follow-up period underwent computed tomography (CT) 
or magnetic resonance imaging (MRI) of the head.

Study population
 Exclusion criteria:
 Hemorrhage
 Major nonischemic brain disease(e.g., vascular malformation, 

tumor, abscess…)
 Isolated sensory symptoms (e.g., numbness)
 Isolated visual changes
 Isolated dizziness or vertigo
 Modified Rankin scale(mRS) > 2
 NIHSS ≥ 4
 Indication for anticoagulation therapy(atrial fibrillation or 

prosthetic cardiac valve)

Study population
 Exclusion criteria:
 History of intracranial hemorrhage
 Contraindication to clopidogrel or aspirin
 Long-term antiplatelet drugs or NSAIDs affecting platelet
 Heparin therapy or oral anticoagulation therapy within 10 days
 Gastrointestinal bleeding or major surgery within the previous 

3 months
 Planned or probable revascularization within 3 months
 Planned surgery
 TIA or minor stroke caused by angiography or surgery

Study population
 Exclusion criteria:

 severe noncardiovascular coexisting condition, with a life 
expectancy of less than 3 months

 Women plan or pregnancy 



Study design
 CHANCE was a randomized, double-blind, placebo 

controlled clinical trial

 114 clinical centers

 5170 patients

 October 2009 to July 2012

 Stratified : <12 hours vs. 12 to 24 hours and location

Study design

Study outcome
 Primary efficacy outcome: new stroke event (ischemic or 

hemorrhagic) at 90 days
 sudden onset of a new focal neurologic deficit
 clinical or imaging evidence of infarction lasting 24 hours or 

more and not attributable to a nonischemic cause
 neuroimaging evidence of new brain infarction
 rapid worsening of an existing focal neurologic deficit
 brain parenchyma or subarachnoid space with associated 

neurologic symptoms
 mRS >2

Study outcome
 Primary safety outcome: moderate to severe bleeding event
 Severe hemorrhage
 fatal

 intracranial hemorrhage 

 hemodynamic compromise required blood or fluid replacement, 
inotropic support, or surgical intervention

 Moderate hemorrhage
 required transfusion of blood

 Global Utilization of Streptokinase and Tissue Plasminogen 
Activator for Occluded Coronary Arteries(GUSTO)



Study outcome
 Secondary efficacy outcomes: new clinical vascular event
 Ischemic stroke 
 Hemorrhagic stroke, 
 Myocardial infarction 
 Vascular death
 Stroke (ischemic or hemorrhagic)
 Systemic hemorrhage,
 Myocardial infarction
 Congestive heart failure
 Pulmonary embolism
 Sudden death
 Arrhythmia

Statistic analysis

 5100 patients, 90% power to detect a relative risk reduction 
of 22% in the clopidogrel–aspirin group, with a two-sided 
type I error of 0.05, assuming an event rate of 14% in the 
aspirin group and a 5% overall rate of withdrawal

 Baseline characteristics of the patients in the two study 
groups

 Cox proportional-hazards model

Statistic analysis
 Multiple events, first event was used

 If study termination or death but no stroke event patients 
were censored

 Treatment-by-subgroup interaction effect

 All tests were two-sided, and a P value of 0.05

Results
 Median age: 62 y/o
 Female: 33.8%
 History of hypertension: 65.7%
 Diabetes: 21.1%
 Smoke: 43.0%
 Median time of onset to qualifying: 13 hrs
 TIA: 1445 patients (27.9%)
 36 patients (0.7%)20 in the clopidogrel–aspirin group and 16 in 

the aspirin group lost follow up
 165 patients (6.4%) in the clopidogrel–aspirin group and 146 

(5.6%) in the aspirin group discontinued drug

Results



Results
 Baseline features: 

 Medication taken within 24HR before hospital admission, Dipyridamole
(P=0.04, control group)

 LABORATORY TESTS AT ADMISSION (normal), Hb(P=0.05, control 
group)

Fatal or disabling stroke          177        6.8               135             5.2       0.75(0.60-0.94)     0.01     

Results

Discussion
 Addition of clopidogrel to aspirin within 24 hours after 

symptom onset reduced the risk of subsequent stroke by 
32.0%, absolute risk reduction of 3.5%.

 Number needed to treat to prevent one stroke over a period 
of 90 days: 29

 Combination therapy was not associated with an increased 
incidence of hemorrhage despite worrisome trend in overall 
bleeding



Discussion
 The results differ from other trails

 Targeted a population at particularly high risk

 Previous trials: patients with more severe strokes, not enroll 
patients in the first hours

Discussion

Discussion
 In China, 150 to 250 deaths from stroke per 100,000 persons 

per year, five times as high as in U.S.

 Secondary prevention practices are less rigorous in China

 Higher incidence of large-artery intracranial atherosclerosis

 Higher prevalence of genetic polymorphisms that affect the 
metabolism of clopidogrel

 POINT trail

Discussion
 Several common clinical conditions mimic TIA
 Seizures
 Migraine
 Peripheral vertigo
 Syncope
 Anxiety

 TIA with high ABCD score

 The study findings may not apply to other populations

Conclusion
 Patients with high-risk TIA or minor ischemic stroke who are 

initially seen within 24 hours after symptom onset, treatment 
with clopidogrel plus aspirin for 21 days, followed by 
clopidogrel alone for a total of 90 days, is superior to aspirin 
alone in reducing the risk of subsequent stroke events.

 The combination of clopidogrel with aspirin did not cause 
more hemorrhagic events in this patient population than 
aspirin alone.


